
First-line trastuzumab deruxtecan regimens in advanced 
HER2-positive gastric cancer, gastroesophageal junction 
adenocarcinoma, or esophageal adenocarcinoma: 
exploratory analysis of baseline HER2-related biomarkers 
in DESTINY-Gastric03 Part 2

Objective
● To present the DESTINY-Gastric03 (NCT04379596) Part 2 exploratory analysis, evaluating baseline human epidermal growth factor 

receptor 2 (HER2)–related biomarkers in advanced HER2-positive (HER2+; immunohistochemistry [IHC] 3+ or IHC 2+/in situ 
hybridization–positive [ISH+]) gastric cancer (GC), gastroesophageal junction adenocarcinoma (GEJA), or esophageal adenocarcinoma 
(EA) treated with first-line trastuzumab deruxtecan (T-DXd)–based regimens 

Conclusions
● Agreement (80.4%) between HER2 IHC results by local testing with HER2 positivity (IHC 3+ or IHC 2+ / ISH+) and by central testing was 

broadly consistent with prior studies in GC1,2

● HER2+ expression by IHC/ISH and tumor or plasma HER2 (ERBB2) amplification were generally associated with higher objective 
response rates (ORRs) for patients with HER2+ GC, GEJA, or EA who received first-line T-DXd-based regimens, versus those with 
HER2− expression by IHC/ISH and/or without amplified HER2 

‒ Trends of longer progression-free survival (PFS) were generally observed for patients with tumor- or plasma-amplified HER2 versus 
those without amplification within most treatment arms; however, interpretation was limited by sample sizes

● Data provide further evidence of antitumor activity for first-line T-DXd-based combinations in advanced HER2+ GC, GEJA, or EA

Introduction
● Trastuzumab (a HER2-directed antibody) in combination with pembrolizumab (pembro; an 

anti-programmed cell death protein 1 antibody) and chemotherapy is approved as first-line 
treatment for advanced HER2+ (IHC 3+ or IHC 2+/ISH+) GCs with programmed cell death 
ligand 1 (PD-L1) combined positive score (CPS) ≥13,4

● T-DXd (a HER2-directed antibody-drug conjugate) 6.4 mg/kg monotherapy is approved in 
multiple countries for locally advanced or metastatic HER2+ GC or GEJA after an indicated 
HER2-directed regimen5,6

● DESTINY-Gastric03 is a Phase 1b/2 multipart study evaluating T-DXd-based combinations 
in advanced HER2-expressing GC, GEJA, or EA7

‒ Preliminary results from Part 2 (dose expansion) showed antitumor activity for first-line 
T-DXd alone and in combination with a fluoropyrimidine (FP; 5-fluorouracil or capecitabine) 
and/or pembro in advanced HER2+ GC, GEJA, or EA8

● An exploratory biomarker analysis of the Phase 2 DESTINY-Gastric01 study, evaluating 
T-DXd 6.4 mg/kg versus third- or later-line chemotherapy in advanced HER2+ GC or GEJA, 
showed that baseline HER2-associated biomarkers correlated with T-DXd antitumor activity9

● This poster explores the relationship between baseline HER2-associated biomarkers 
and clinical outcomes in patients from DESTINY-Gastric03 Part 2

Plain language summary
Why did we perform this research? 
Human epidermal growth factor receptor 2 (HER2) is a protein found at high levels in some cancers (known as HER2-positive 
or HER2+), including those in the stomach (gastric cancer [GC]), where the stomach meets the food pipe (gastroesophageal 
junction adenocarcinoma [GEJA]), and in the food pipe (esophageal adenocarcinoma [EA]).1–3 Trastuzumab deruxtecan 
(T-DXd) is an antibody-drug conjugate, which is a chemotherapy with a linker (together called deruxtecan) joined to an 
antibody (trastuzumab). T-DXd binds to HER2 on the surface of cancer cells. Once inside the cell, it releases the 
chemotherapy to kill these cells.4,5 T-DXd is approved in multiple countries for people with previously treated HER2+ GC or 
GEJA that has spread from its original site to other parts of the body (known as advanced or metastatic cancer).6,7 Initial results 
from Part 2 of the DESTINY-Gastric03 study showed that T-DXd alone or combined with chemotherapy and/or pembrolizumab 
(a cancer drug that targets a protein called programmed cell death protein 1) decreased the size or number of selected tumors 
(known as an objective response) in people with HER2+ GC, GEJA, or EA who had not received any prior treatment for 
advanced or metastatic disease.8,9 Studying how different HER2 characteristics impact response to T-DXd-based treatment 
regimens may help to better understand which people are most likely to benefit from such treatment.

How did we perform this research?
In DESTINY-Gastric03 Part 2, participants with advanced GC, GEJA, or EA received either trastuzumab (HER2-targeting 
antibody) + chemotherapy, or T-DXd alone or in combination with chemotherapy and/or pembrolizumab. Participants had not 
received any prior treatment for advanced disease. This analysis evaluated treatment responses according to high or lower 
levels of HER2 (known as the immunohistochemistry [IHC] status) determined at local testing sites versus one specialized 
(central) HER2 testing site, which ensured consistent use of the same HER2 testing protocol for all samples. Treatment 
responses according to whether participants carried extra copies of the HER2 (ERBB2) gene, determined by assessing DNA 
from participants’ tumors (tumor DNA) or blood plasma (circulating tumor DNA), were also evaluated. 

What were the findings of this research? 
Overall, we found that participants with advanced GC, GEJA, or EA with elevated HER2 expression by IHC (per local or central 
testing) or extra copies of the HER2 gene had greater objective responses to T-DXd-based regimens, compared with those with 
lower HER2 expression by IHC (per local or central testing) and/or without extra copies of the HER2 gene.

What are the implications of this research? 
These results provide further evidence of the benefit of T-DXd-based treatment combinations for people with advanced or 
metastatic HER2+ GC, GEJA, or EA who have not received any prior treatment for advanced or metastatic disease.

Where can I access more information?
For more information about DESTINY-Gastric03, please visit https://clinicaltrials.gov/study/NCT04379596. You can also speak 
to your doctor about this and other clinical studies.

1. Jørgensen JT, Hersom M. J Cancer. 2012;3:137–144; 2. Gravalos C, Jimeno A. Ann Oncol. 2008;19:1523–1529; 3. Gowryshankar A, et al. J Gastrointest Oncol. 2014;5:25–35; 4. Nakada T, et al. Chem Pharm Bull 
(Tokyo). 2019;67:173–185; 5. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097–5108; 6. Enhertu (fam-trastuzumab deruxtecan-nxki): highlights of prescribing information. 2025. Available from: 
https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/761139s032s035lbl.pdf (Accessed February 4, 2026); 7. Enhertu (trastuzumab deruxtecan): summary of product characteristics. 2025. Available from: 
https://www.ema.europa.eu/en/documents/product-information/enhertu-epar-product-information_en.pdf (Accessed February 4, 2026); 8. Janjigian YY, et al. Oral presentation at ESMO 2024 (Abstract 1401O); 
9. Janjigian YY, et al. Poster presentation at ASCO GI 2025 (Poster 448)

Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of this poster. 
Alternatively, please visit: https://bit.ly/4bxSkyX

Copies of this poster obtained through this QR code are for personal use only and may not be reproduced without permission from AACR 
and the authors of this poster.

Poster

1Gastrointestinal Oncology, Memorial Sloan Kettering Cancer Center, New York, NY, US; 2Department of Medical Oncology, Amsterdam University Medical Center, 
University of Amsterdam, Amsterdam, The Netherlands; 3Department of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, 
Republic of Korea; 4State Budgetary Health Care Institution, Novosibirsk Regional Clinical Oncology Dispensary, Novosibirsk, Russian Federation; 5Department of 
Internal Medicine, Seoul National University College of Medicine, Seoul National University Bundang Hospital, Seongnam, Republic of Korea; 6Department of Internal 
Medicine, Seoul National University Hospital Cancer Research Institute, Seoul, Republic of Korea; 7SC Sperimentazioni Cliniche, Istituto Nazionale Tumori, IRCCS, 
Fondazione Pascale, Naples, Italy; 8Department of Oncology, Asan Medical Center, Seoul, Republic of Korea; 9Division of Clinical Oncology, Department of Medical 
Imaging, Haematology and Clinical Oncology, Ribeirão Preto Medical School, University of São Paulo, Ribeirão Preto, Brazil; 10University Hospital of Santa Maria, 
Federal University of Santa Maria, and Viver Research Center, Santa Maria, Brazil; 11Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, 
Milan, Italy; 12Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; 13Mannheim Cancer Center, University of Heidelberg, 
Heidelberg, Germany; 14Hematology and Medical Oncology Department, CHU de Québec, Québec, QC, Canada; 15Kaohsiung Medical University Hospital, and Center 
for Cancer Research, Kaohsiung Medical University, Kaohsiung, Taiwan; 16Clinical Research Department, RZD Medicine Clinical Hospital of Saint Petersburg, Saint 
Petersburg, Russian Federation; 17Pavlov University, Saint Petersburg, Russian Federation; 18Translational Medicine, Oncology R&D, AstraZeneca, Waltham, MA, US; 
19Oncology Data Science & AI, Oncology R&D, AstraZeneca, Waltham, MA, US; 20Oncology Biometrics, Oncology R&D, AstraZeneca, Cambridge, UK; 
21Global Medicines Development, Late Development Oncology, Oncology R&D, AstraZeneca, Cambridge, UK; 22Samsung Medical Center, Sungkyunkwan University 
School of Medicine, Seoul, Republic of Korea

Yelena Y Janjigian,1 Hanneke van Laarhoven,2 Sun Young Rha,3 Vadim Kozlov,4 Keun-Wook Lee,5 Do-Youn Oh,6 
Adriano Gravina,7 Min-Hee Ryu,8 Liane Rapatoni,9 Luís Antunes,10 Filippo Pietrantonio,11 Hirokazu Shoji,12 
Ralf-Dieter Hofheinz,13 Maxime Chénard-Poirier,14 Li-Tzong Chen,15 Aleksandr Vasiliev,16 Svetlana Kutukova,17 
Arthur W Lambert,18 Kun Yu,19 Megan Scott,20 Roy Rabbie,21 Jeeyun Lee22

HER2 status by central testing

HER2 status by local 
testing, n (%) IHC 3+ IHC 2+/ISH+ IHC 2+/ISH− IHC 1+ IHC 0 Total

IHC 3+ 134 (80.7) 9 (5.4) 11 (6.6) 4 (2.4) 8 (4.8) 166

IHC 2+/ISH+ 14 (42.4) 3 (9.1) 7 (21.2) 7 (21.2) 2 (6.1) 33

Total 148 12 18 11 10 199
Missing/unknown data for n=2 local IHC, n=1 local ISH, n=3 central ISH, and n=24 central IHC results (missing central HER2 IHC results were 
predominantly due to insufficient tumor content or samples not meeting protocol-defined requirements or being outside of the stability window)
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH(+/−), in situ hybridization(–positive/–negative)

● At data cutoff (February 28, 2025), 230 patients had been assigned treatment in Part 2; of these, 
229 patients had received treatment across six arms 

● Median (range) follow up per treatment arm was:

‒ Trastuzumab + FP + cisplatin/oxaliplatin: 18.4 (1.3–53.7) months

‒ T-DXd 6.4 mg/kg: 16.7 (0.4–46.9) months 

‒ T-DXd 6.4 mg/kg + FP: 21.3 (0.7–41.4) months

‒ T-DXd 6.4 mg/kg + FP + pembro: 18.0 (0.4–33.2) months

‒ T-DXd 6.4 mg/kg + pembro: 15.1 (1.3–33.4) months 

‒ T-DXd 5.4 mg/kg + FP + pembro: 12.9 (1.0–17.2) months

● Baseline demographics and clinical characteristics by treatment arm are summarized in Table 1
● Overall, 80.4% (n=160/199) of HER2+ (IHC 3+ or IHC 2+/ISH+) GCs, GEJAs, or EAs by 

local testing were centrally scored as HER2+ (Table 2)

● Of the GCs, GEJAs, and EAs scored as HER2 IHC 3+ and IHC 2+/ISH+ by local testing, 
86.1% (n=143/166) and 51.5% (n=17/33) scored as HER2+ by central testing, respectively

This study was sponsored by AstraZeneca. In March 2019, AstraZeneca entered into a global development and commercialization collaboration agreement with 
Daiichi Sankyo for trastuzumab deruxtecan (T-DXd; DS-8201).
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Trastuzumab + 
FP + cisplatin/

oxaliplatin

n=29

T-DXd 
6.4 mg/kg

n=43

T-DXd 
6.4 mg/kg 

+ FP

n=41

T-DXd 
6.4 mg/kg + 
FP + pembro 

n=43

T-DXd 
6.4 mg/kg 
+ pembro

n=41

T-DXd 
5.4 mg/kg + 

FP + pembro 

n=32
Median age, 
years (range) 64 (31–83) 61 (41–85) 60 (27–82) 65 (41–80) 66 (33–81) 61 (20–78)

Sex, n (%)

Female 10 (34.5) 13 (30.2) 10 (24.4) 10 (23.3) 8 (19.5) 3 (9.4)

ECOG PS, n (%) 

0 13 (44.8) 21 (48.8) 19 (46.3) 23 (53.5) 23 (56.1) 17 (53.1) 

1 16 (55.2) 22 (51.2) 22 (53.7) 20 (46.5) 18 (43.9) 15 (46.9)

Primary tumor site, n (%) 

Esophagus 0 0 0 8 (18.6) 10 (24.4) 4 (12.5)

Stomach 23 (79.3) 29 (67.4) 22 (53.7) 27 (62.8) 25 (61.0) 21 (65.6)

GEJ 6 (20.7) 14 (32.6) 19 (46.3) 8 (18.6) 6 (14.6) 7 (21.9)

Local HER2 status, n (%)

IHC 3+ 26 (89.7) 37 (86.0) 35 (85.4) 35 (81.4) 32 (78.0) 26 (81.3)

IHC 2+/ISH+ 3 (10.3) 5 (11.6) 5 (12.2) 7 (16.3) 9 (22.0) 6 (18.8)

IHC 2+/
ISH unknown 0 0 0 1 (2.3) 0 0

Missing 0 1 (2.3) 1 (2.4) 0 0 0

Central HER2 status, n (%)

IHC 3+ 18 (62.1) 30 (69.8) 31 (75.6) 30 (69.8) 24 (58.5) 17 (53.1)

IHC 2+/ISH+ 1 (3.4) 1 (2.3) 1 (2.4) 4 (9.3) 2 (4.9) 3 (9.4)

IHC 2+/ISH− 1 (3.4) 4 (9.3) 2 (4.9) 1 (2.3) 4 (9.8) 6 (18.8)

IHC 2+/
ISH unknown 1 (3.4) 0 1 (2.4) 0 1 (2.4) 0

IHC 1+ 2 (6.9) 1 (2.3) 2 (4.9) 3 (7.0) 3 (7.3) 0

IHC 0 1 (3.4) 2 (4.7) 1 (2.4) 1 (2.3) 5 (12.2) 1 (3.1)

Missing 5 (17.2) 5 (11.6) 3 (7.3) 4 (9.3) 2 (4.9) 5 (15.6)

Table 1. Baseline demographics and characteristics by treatment arm

Table 2. Agreement between local and central HER2 IHC results

ECOG PS, Eastern Cooperative Oncology Group performance status; FP, fluoropyrimidine; GEJ, gastroesophageal junction; HER2, human epidermal 
growth factor receptor 2; IHC, immunohistochemistry; ISH(+/−), in situ hybridization(–positive/–negative); pembro, pembrolizumab; 
T-DXd, trastuzumab deruxtecan

Testing methods: exploratory analysis

● DESTINY-Gastric03 (NCT04379596) is a Phase 1b/2, open-label, multicenter, dose-escalation 
(Part 1) and -expansion (Parts 2, 3, 4, and 5) study7

Patient population: Part 2
● Adults (aged ≥18 years) with unresectable, locally advanced or metastatic HER2+ (IHC 3+ or 

IHC 2+/ISH+ per local assessment) GC, GEJA, or EA*

● Treatment naïve for advanced or metastatic disease

● Eastern Cooperative Oncology Group performance status of 0 or 1

● Concordance of baseline tumor and plasma HER2 amplification with central HER2 IHC/ISH status 
(HER2+: HER2 IHC 3+ or IHC 2+/ISH+; HER2−: HER2 IHC 2+/ISH-negative (ISH−) or IHC 1+/0) was 
assessed according to positive percentage agreement (PPA) and negative percentage agreement (NPA)

● ORRs were reported by local and central HER2 IHC/ISH status (HercepTest for central IHC) and by 
plasma (GuardantOMNI) and tumor (FoundationOneCDx) HER2 (ERBB2) amplification

Table 3. Concordance of baseline tissue and plasma HER2 amplification 
with central HER2 IHC/ISH status

HER2 status by central testing
HER2+ HER2− Total

IHC 3+ IHC 2+
/ISH+

IHC 2+
/ISH− IHC 1+ IHC 0

Tumor HER2 
amplification, n (%)

Detected 72 (92.3) 4 (5.1) 1 (1.3) 0 1 (1.3) 78

Not detected 2 (8.7) 1 (4.3) 8 (34.8) 7 (30.4) 5 (21.7) 23

Total 74 5 9 7 6 101

PPA 96.2% (n=76/79) NPA 90.9% (n=20/22)

Plasma HER2 
amplification, n (%)

Detected 91 (89.2) 4 (3.9) 5 (4.9) 1 (1.0) 1 (1.0) 102

Not detected 28 (43.1) 7 (10.8) 13 (20.0) 7 (10.8) 10 (15.4) 65

Total 119 11 18 8 11 167

PPA 73.1% (n=95/130) NPA 81.1% (n=30/37)

Primary:
● Confirmed ORR¶

Secondary:
● DOR¶

● DCR¶

● PFS¶

Exploratory:
● Subgroup analyses by baseline 

HER2-associated biomarkers

Endpoints

Data cutoff
February 28, 2025

Trastuzumab + FP + cisplatin/oxaliplatin†

T-DXd 6.4 mg/kg 

Treatment arms: Part 2

T-DXd 6.4 mg/kg‡ + FP§ 

T-DXd 6.4 mg/kg‡ + FP§ + pembro*

T-DXd 6.4 mg/kg + pembro*

T-DXd 5.4 mg/kg + FP∥ + pembro*
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● OS

● Frequency of adverse 
events and serious 
adverse events

Concordance of HER2 amplification with central HER2 IHC/ISH status
● PPA of tumor and plasma HER2 amplification with HER2+ tumors was 96.2% (n=76/79) and 73.1% 

(n=95/130), respectively; NPA of tumor or plasma HER2 amplification with HER2− (IHC 2+/ISH−, 
IHC 1+/0) tumors was 90.9% (n=20/22) and 81.1% (n=30/37), respectively (Table 3)

Limitations
● Interpretation of subgroup analyses were limited by sample sizes within treatment arms

● Collection of patient tissue and plasma samples was not time matched 

Figure 2. Hazard ratios for PFS by HER2 amplification status

Data for patients with an unknown HER2amp status are not shown. *Data for the tumor HER2amp subgroup were not available 
CI, confidence interval; FP, fluoropyrimidine; HER2, human epidermal growth factor receptor 2; HER2amp, HER2 amplification; HR, hazard ratio; 
ND, not detected; pembro, pembrolizumab; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan
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Figure 1. Confirmed ORRs by HER2 status

Efficacy
● Higher investigator-assessed confirmed ORRs were observed for patients with central HER2+ GC, 

GEJA, or EA versus those with HER2− tumors within treatment arms except in the trastuzumab + 
FP + cisplatin/oxaliplatin and T-DXd 5.4 mg/kg + FP + pembro arms (Figure 1)

‒ Investigator-assessed confirmed ORRs were generally higher among patients with baseline 
tumor or plasma HER2 amplification compared with those without amplification within treatment 
arms, respectively, except in the trastuzumab + FP + cisplatin/oxaliplatin arm

● Trends of longer investigator-assessed PFS (hazard ratio ≤0.7) were observed for patients with 
baseline tumor HER2 amplification versus those without amplification in the T-DXd 6.4 mg/kg, 
T-DXd 6.4 mg/kg + FP + pembro, and trastuzumab + FP + cisplatin/oxaliplatin arms (Figure 2) 

‒ Trends of longer investigator-assessed PFS (hazard ratio ≤0.7) were observed for patients with 
baseline plasma HER2 amplification versus those without amplification in the T-DXd 6.4 mg/kg, 
T-DXd 6.4 mg/kg + pembro, and trastuzumab + FP + cisplatin/oxaliplatin arms

HR (95% CI)
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